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In the claims: 

1 . (currently amended) An isolated compound represented by A: 




heteroaryl, arylalkyl, formyl, acyl, si: 



(arylalkyloxy)carbonyl, (alkylamino)prbonyl, (aiylarnjtoo)caibonyl, 
(arylalkylarnino)carbonyl ? alkylsulfonjL, arylsulfonyl, or-(CH2) m -R8o]]; 



R 1 represents independently for each 
heteroaryl, arylalkyl, cyano, halogen, 
alkylamino, arylamino, arylakylamino, 



wherein 

X represents independently for each ocjcunence O [[,]] or S [[, or NR]]; 
R represents independently for each occurrence H [[ t alkyl, cycloalkyl, alkenyl, aryl, 
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, (alkyloxy)carbonyl, (aryloxy)carbonyl, 



l occurrence H [[, alkyl, cycloalkyi, alkenyl, aryl, 
hydroxyl, alkoxyl, aryloxy, arylalkyloxy, amino, 
sulfhydryl, alkylthio, arylthio, arylakylthio, nitro, 
azido, alkylseleno, formyl, acyl, carboayl, silyl, silyloxy, (alkyloxy)carbonyl > 
(aryloxy)carbonyI, (arylalkyloxy)carbo[iyl, (alkylamino)carbonyl, (arylamino)carbonyl, 
(arylalkylamino)caibonyl, alkylsulfomyl, arylsulfonyl, or -(CH2)m-R8o]]; 

R 2 represents independently for each Dccuirence H [[, alkyl, cycloalkyl, alkenyl, aryl, 
heteroaryl, arylalkyl, or -(CH^-Rsq]]; 

R 3 represents independently for each bicurrence H, alkyl, cycloalkyl, alkenyl, [[aryl, 
heteroaryl,]] or arylalkyl [[, or -(CH 2 ] m Rgo]]; 

R 4 is absent or present between one anc . four times inclusive; 



2- 



BEST AVAILABLE COPY 



09/88/2005 16:24 617-832-7090 



FOLEY HOAG LLP 



PAGE 03/25 



2. 



R 4 , if present, represents independently 
aryl, heteroaryl, arylalkyl, cyano, halogen, 
amino, alkylamino, arylamino, arylakjjl 
arylakylthio, nitro> azido, alkylseleno, 
(alkyloxy)carbonyl, (aryloxy)carbonyl 
(arylamino)carbonyl, (arylalkylamino)jcarbonyl, 
-(CH 2 ) m -R8o; 

Rso represents independently for each 
heterocyclyl, or polycyclyl moiety; 

m is independently for each occmrenc^ 

the compound is a single enantiomer; 

apharmaceutically acceptable salt or 

(currently amended) An isolated conji] 



for each occurrence H, alkyl, cycloalkyl, alkenyl, 

hydroxy^ alkoxyl, aryloxy, arylalkyloxy, 
amino, sulfhydryl, alkylthio, arylthio, 
formyl, acyl, carboxyl, silyl, silyloxy, 
(arylaIkyloxy)carbonyl, (alkylamino)carbonyl, 
alkylsulfonyl, arylsulfonyl, or 

Recurrence an aryl, cycloalkyl, cycloalkenyi, 

an integer in the range 0 to 8 inclusive; and 



or 



pjrodrug thereof, 
pound represented by B: 



R 3 N- 



wherein 



X represents independently for each 

R represents independently for each 
heteroaryl, arylalkyl 3 formyl, acyl, sily" . 
(ajylalkyloxy)carbonyl > (alkylamuu 
(arylalkylamino)caibonyl, alkylsulfonyl, 

R 1 represents independently for each 
heteroaryl, arylalkyl, cyano, halogen, 



R 1 R 1 





R 1 

B 



/ 

-N 

\ 



occurrence < 



occurrence. 



0[[,]]orS[[, or NR]]; 

H [[, alkyl, cycloalkyl, alkenyl, aryl, 
(alkyloxy)carbonyl, (aryloxy)carbonyl, 
o)c^rbonyl, (arylarnino)carbonyl, 
arylsulfonyl, or-(CH 2 )m-Rso]]; 

occurrence H [[, alkyl, cycloalkyl, alkenyl, aryl, 
bydroxyl, alkoxyl 7 aryloxy, arylalkyloxy, amino, 



-3- 
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3. 
4. 
5. 
6, 
7. 
8. 



alkylamino, aryl amino, arylakylamino , 
azido, alkylseleno, foraiyl, acyl, carbo tyl, 
(aryloxy)cart>onyl, (arylalkyloxy)carbc 
(arylalkylamino)carbonyl, alkylsulfonyl, \ 



ani 



halogen 
, arylakylami; 



or 



or 



sulfhydryl, alkylthio, arylthio, arylakylthio, nitro, 
i p silyl, silyloxy, (alkyloxy)carbonyl, 
>nyl, (alkylamino)carbonyl s (arylamino)carbonyl, 
arylsulfonyl, or -(CH^-Rgo]]; 

represents independently for each ojccuirence H [[, alkyl, cycloalkyl, alkenyl, aryl, 
heteroaryl, arylalkyl, or -(CH 2 ) m -R$o]] 

R 3 represents independently for each 
heteroarylj] or arylalkyl [[ ? or -(CH^ 

R 4 is absent or present between one 

R 4 , if present, represents independent! 
aryl, heteroaryl, arylalkyl, cyano, 
amino, alkylamino, arylamino, 
arylakylthio, nitro, azido, alkylseleno, 
(alkyloxy)carbonyl, (aryloxy)carbonyl 
(arylamino)carbonyl ? (arylalkylamino' 
or-(CH 2 ) m -R8o; 

Rbo represents independently for each 
heterocyclyl, or polycyclyl moiety; 

m is independently for each occurrence 

the compound is a single enantiomer; 

a pharmaceutical^ acceptable salt or 

(original) The compound of claim 1 

(canceled) 

(canceled) 

(canceled) 

(original) The compound of claim 1 o: 
(original) The compound of claim 1 



occurrence H, alkyl, cycloalkyl, alkenyl, [[aryl, 

■Rso]]; 

four times inclusive; 

for each occurrence H, alkyl, cycloalkyl, alkenyl, 
, hydroxyl, alkoxyl, aryloxy, arylalkyloxy, 
no* sulfhydryl, alkylthio, arylthio, 
brmyl, acyl, carboxyl, silyl, silyloxy, 
(arylalkyloxy)carbonyl, (alkylamino)carbonyl s 
i)tarbonyI, alkylsulfonyl, arylsulfonyl, 

occurrence an aryl, cycloalkyl, cycloalkenyl, 



an integer in the range 0 to 8 inclusive; and 



cr 



pj-odrug thereof 

2, wherein X represents O. 



2, wherein R 3 represents alkyL 
2, wherein R 4 is absent 



4- 



PAGE 4/25 * RCVD AT 9/8/2005 5:21 :48 PM [Eastern Daylight Time] 1 SVR:USPTO-EFXRF-6/25 * DNIS:2738300 * CSID:61 7 832 7000 * DURATION (mm»ss):04-58 

BEST AVAILABLE COPY 



09/08/2005 16:24 617-832-7000 FOLEY HOAG LLP PAGE 05/25 



9. (canceled) 

10. (canceled) 

11. (canceled) 

12. (currently amended) The compound of claim 1 or 2, wherein X represents O; [[R 
represents H; R l represents H; R 2 represents H;]J and R 3 represents alkyl. 

13. (currently amended) The compound of claim 1 or 2, wherein X represents O; [[R 
represents H; R l represents H; R 2 represents H;]] R 3 represents alkyl; and R 4 is absent 

14. (currently amended) The compound of claim 1 or 2, wherein X represents O; [[R 
represents H; R J represents H; R 2 represents H;]] R 3 represents ethyl; and R* is absent. 

15. (original) A formulation, comprising a compound of claim 1 or 2; and a 
pharmaceutical^ acceptable excipient 

16. (previously presented) A formulation, comprising a compound of claim 1 or 2; and a 
compound selected from the group consisting of analgesics, anti-inflammatory drugs, 
antipyretics, antidepressants, antiepileptics, antihistamines, antimigraine drugs, 
antimuscarinics, anxioltyics, sedatives, hypnotics, antipsychotics* bronchodilators, anti 
asthma drugs, cardiovascular drugs, corticosteroids, dopaminergics, electrolytes, gastro- 
intestinal drugs, muscle relaxants, nutritional agents, vitamins, parasympathomimetics, 
stimulates, antinarcoleptic, and anorectics. 

17. (original) A foiroulation, comprising a compound of claim 1 or 2; and a compound 
selected from the group consisting of aceclofenac, acetaminophen, adomexetine, 
almotriptan, alprazolam, amantadine, amcinonide, aminocyclopropane, amitriptyline, 
amolodipine, amoxapine, amphetamine, aripiprazole, aspirin, atomoxetine> azasetron, 
azatadine, beclomethasone, benactyzine, benoxaprofen, bennoprofen, betamethasone, 
bicifkdine, bromocriptine, budesonide, buprenoiphine, bupropion, buspirone, 
butorphanol, butriptyline, caffeine, carbamazepine, carbidopa, carisoprodol, celecoxib, 
chlordiazepoxide, chlorpromazine, choline salicylate, citalopram, clomipramine, 
clonazepam, clonidine, clonitazene, clorazepate, clotiazepam, cloxazolam, clozapine, 
codeine, corticosterone, cortisone, cyclobenzaprine, cyproheptadine, demexiptiline, 
desipraraine, desomorphine, dexamethasone, dexanabinol, dextroamphetamine sulfate, 
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dextromoramide, dextropropoxyphene, dezocine, diazepam, dibenzepin, diclofenac 
sodium, diflunisal, dftiydrocodeme* dihydroergotamine, dihydiomoiphine, dimetacrine, 
divalproxex, dizatriptan, dolasetron, donepezil, dothiepin, doxepin, duloxetine, 
ergotamine, escitalopram, estazolam, ethosuximide, etodolac, femoxetine, fenamates, 
fenoprofen, fentanyl, fludiazepam, fluoxetine, fluphenazine, flurazepam, flurbiprofen, 
flutazolam, fluvoxamine, frovatriptan, gabapentin, galantaraine, gepirone, ginko bilboa, 
granisetron, haloperidol, huperzine A, hydrocodone, hydrocortisone, hydromorphone, 
hydroxyzine, ibuprofen, imipramine, indiplon, indomethacin, indoprofen, iprindole, 
ipsapirone, ketaserin, ketoprofen, ketorolac, lesopitron, levodopa, lipase, lofepramine, 
lorazepam, loxapine, maptotiline, mazindol, mefenamic acid, melatonin, melitracen, 
memantine, meperidine, meprobamate, mesalamine, metapramine, metaxalone, 
methadone, methadone, methamphetamine, methocarbamol, methyldopa, 
methylphenidate, methylsalicylate, methysergid(e), metoclopramide, mianserin, 
mifepristone, milnacipran, minaprine, mirtazapine, moclobemide, modafinil, molindone, 
morphine, morphine hydrochloride, nabumetone, nadolol, naproxen, naratriptan, 
nefazodone, neurontin, nomifensine, nortriptyline, olanzapine, olsalazine, ondansetron, 
opipramol, orphenadrine, oxaflozane, oxaprazm, oxazepam, oxitriptan, oxycodone, 
oxymorphone, pancrelipase, parecoxib, paroxetine, pemoline, pentazocine, pepsin, 
perphenazine, phenacetin, phendimetrazine, phenmetrazine, phenylbutazone, phenytoin, 
phosphatidylserine, pimozide, pirlindole, piroxicam, pizotifen, pizotyline, pramipexole, 
prednisolone, prednisone, pregabalin, propanolol, propizepine, propoxyphene, 
protriptyline, quazepam, quinupramine, reboxitine, reseipine, risperidone, ritanserin, 
rivastigmine, rizatriptan, rofecoxib, ropinirole, rotigotine, salsalate, sertraline, 
sibutramine, sildenafil, sulfasalazine, sulindac, sumatriptan, tacrine, temazepam, 
tetrabenozine, thiazides, thioridazine, thiothixene, tiapride, tiasipirone, tizanidine, 
tofenacin, tolmetin, toloxatone, topiramate, tramadol, trazodone, triazolam, 
trifluoperazine, trimethobenzamide, trimipramine, tropisetron, valdecoxib, valproic acid, 
venlafaxine, viloxazine, vitamin E, zimeldine, ziprasidone, zolmitriptan, Zolpidem, and 
zopiclone. 

18. (currently amended) A method of treating a mammal suffering from depression, 
comprising the step of: 

-6- 
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administering to said mammal a therapeutically effective amount of [[a compound of 
claim 1 or 2]] an isolated compound represented by A: 



wherein 

X represents independently for each occurrence O or S: 
R represents independently for each occurrence H; 
R 1 represents independently for each occurrence H: 
R 2 represents independently for each occurrence H: 

R 3 represents independently for each occurrence H, alkvl. cvcloalkvl. alkenvl or 
arylalkyl; 

R 4 is absent or present between one and four times inclusive: 

Rjjf present represents independently for each occurrence H. alkvl. cvclpalkvL alkenvl 
aryl heteroarvl. arvlalkvl. cvano. halogen, hvdroxvl. alkoxvl. arvloxv. arylalkyloxv. 
amino, alkvlamino. arylamino, arylakylamino. sulfhvdrvL alkvlthio. arylthio, 
arylakvlthio, nitro, azido. alkvlseleno. fonnvL acvl. carboxvL silvL silvloxv, 
(alkvIoxvtoarbonyL (aryloxytearbonvL farvlalkvloxvtearbonvl. (alkvlaminotoarbonvL 
(arylaminokarbonvl, (arvlalkvlaminotearbonvh alkvlsulfonvl. arvlsulfonvh or 

Rgo re presents independently for each occurrence an aryl, cycloalkvl. cvcloalkenvl, 
heterocycM. or polycvclvl moiety: 

m is independently for each occurrence an integer in the range 0 to 8 inclusive: and 




/ 

i 

\ 



R 



R 
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the compound is a single enantiomer: or 

a pharmaceutical^ acceptable salt or prodrug thereof: or 

an isolated compound represented bv B: 




B 



wherein 

X represents independently for each occurrence O or S: 
R represents independently for each occurrence H: 
R 1 represents independently for each occurrence H: 
R 2 represents independently for each occurrence H: 

R 3 represents independently for each occurrence H. alkvl. cvcloalkvl. alkenyL or 
arylalkvl; 

R 4 is absent or present between one and four times inclusive: 

R\ if present, represents independently for each occurrence H. alkv L cvcloalkvl. alkenvl. 
arvl. heteroarvL arylalkvl, cyano, halogen, hvdroxvl, alkoxyl. aryloxv, arvlalkvloxv. 
amino, alkvlamino. arvlamino, arylakvlamino. sulfhvdrvl. alkvlthio, arvlthio, 
arylakylthio. nitnx azido, alkvlseleno, fomrvl. acvh carboxvL silvL silvloxv. 
(alkyloxy)carbonvl, (arvloxVlcarbonvl. f arvlalkvloxvtearbonvl, falkvlammo>caibonvl. 
(arvlaminokarbonvh (arvlalkvlaminokarbonvL alkvlsulfonvl arvlsulfonvl 

Rgo represents independently for each occurrence an arvl. cvcloalkvl, cvcloalkenvl. 
heterocvclvL or polvcvclvl moiety: 

-8- 
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m is independently for each occurrence an inteeer in the ranee 0 to 8 inclusive: and 

the compound is a single enantiomer: or 

a pharmaceuticallv acceptable salt or prodrug thereof. 

19. (currently amended) A method of treating a mammal suffering from fibromyalgia 
syndrome, comprising the step of: 

administering to said mammal a therapeutically effective amount of [[a compound of 
claim 1 or 2]] an isolated compound represented bv A: 




wherein 

X represents independently for each occurrence Q or S: 
R represents independently for each occurrence H: 
R 1 represent s independent ly for each o ccurrence H: 
R 2 represents independently for each occurrence H: 

R 3 represents independently for each occurrence H, alkvL cvcloalkvl alkenyl. or 
arvlalkyl: 

R* is absent or present between one and four times inclusive: 

R\ if present represents independently for each occurrence H. alkvL cvcloalkvl. aJkenvL 
arvL heteroarvl. arvlalkvl. cvano. halog en, hvdroxvl alkoxvL arvloxv. arvlalkvloxv. 
amino, alkylamino. arvlamino. arylakylamino, sulfhvdryL alkylthio. arvlthio. 
arvlakvlthio. nitro, azido, alkvlseleno. fonnyl, acvl. carboxvL silvl. silvloxv> 
(alkvloxvlcarbonyL (arvloxvtearbonvl farylalkyloxvtaarbonvl, (alkvlaminotoarbonvL 

-Si- 
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farriaminokarbonvl. farvlalkvlamino)carbonvl alkvlsulforrvl arylsulfonvh ot 

Rgn represents independently for each occurrence an arvl cvcloalkvl, cvcloalkenvl 
heterocvclvl, or polvcvclvl moietv: 

m is independently for each occurrence an integer in the range 0 to 8 inclusive: and 

the compound is a single enantiomer: or 

a pharmaceuticaUy acceptable salt or prodrug thereof; or 

an isolated compound represented by B: 




B 



wherein 

X represents independently for each occurrence O or S; 
R represents independently for each occurrence H: 
R 1 represents independently for each occurrence H: 
R 2 represents independently for each occurrence H: 

R* represents independently for each occurrence EL alky], cyctoalkyl. alkenvh or 
arylalkyl; 

R 4 is absent or present between one and four times inclusive: 

R 4 . if present repre sents independently for each occurrence H, alkvl. cvcloalkvL alkenvL 
arvl heteroarvl arvlalkvl. cvano. hal ogen, hydroxy!, alkoxvl. arvloxv. arvlalkvloxv. 
amino, alkvlamino. arvlamino. arvlakvlaxnino. sulfhvdrvL alkvlthio. arvlthio, 
arylakvlthio. nitro. azido. alkvlseleno, formyl acvL caiboxvL silvl silvloxy. 

-10- 
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(alkyloxy)carbonvl faryloxy)carbonvl (andalkvloxvtoarbonvL ralkvlamipokarbonvL 
(arylamwKvlcarfaonvK f arvlalkylaminotearbonvl. alkvlsulfonvl <u:ylsulfonyl, 
or-(CH?U :Rgn; 

Rsn represents independently for each occurrence an arvL cvcloalkvl. cvcloalkenvl. 
heterocvclvl, or polvcyclvl moiety: 

mis independently for each occurrence an integer in the range 0 to 8 inclusive: and 

the compound is a single enantiomer: or 

a pharmaceuticallv acceptable salt or prodrug thereof . 

20. (currently amended) A method of treating a mammal suffering from mental disorders 
including Functional Somatic Disorders, for example, depression, fibromyalgia 
syndrome, chronic fatigue syndrome, pain, attention deficit/hyperactivity disorder, and 
visceral pain syndromes (VPS), such as irritable bowel syndrome (IBS), noncardiac chest 
pain (NCCP), functional dyspepsia, interstitial cystitis, essential vulvodynia, urethral 
syndrome, orchialgia, and affective disorders, including depressive disorders (major 
depressive disorder, dysthymic atypical depression) and anxiety disorders (generalized 
anxiety disorder, phobias, obsessive compulsive disorder, panic disorder, post-traumatic 
stress disorder), premenstrual dysphoric disorder, temperomandibular disorder, atypical 
face pain, migraine headache, and tension headache, comprising the step of: 

administering to said mammal a therapeutically effective amount of [[a compound of 
claim 1 or 2]] an isolated compound represented by A: 




wherein 



-n - 
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X represents independently for each occurrence O or S: 
R represents independently for each occurrence H: 
R 1 represents independently for each occurrence H: 
R 2 represents independently for each occurrence H; 

R 3 represents independently for each occurrence H. alkvl. cyclo alkvL alkenvl, or 
arvlalkvl: 

R 4 is absent or present between one and four times inclusive: 

R 4 « if present represents independently for each occurrence H. alkvl cvcloaJkvK alkenvl, 
aryl, heteroaryl, arvlalkvl. cvano, halo gen, hvdroxvl. alkoxvL arvloxv. arvlalkvloxv. 
amino, alkylanimo, arylamino, arylakvlamino. sulfhvdrvh alkvlthio. arvlthio. 
arylakvlthio. nitro. azido, alkvlseleno. foimvL acvl, carboxvL silvL silvloxv. 
(alkvloxvtearbonvl. (ar vIoxvtearbonvL farvlalkvloxy)carbonyL (alkvlaminokarbonvl. 
(arylamino^caibonvl farvlalkvlaminokarbonvL alkvlsulfonvl arvlsulfonvL or 

Rgoxepresents independently for each occurrence an aryl, cycloalkvl. cvcloalkenyl. 
heterocvclvl. orpolvcyclvl moiety: 

m is independently for each occurrence an integer in the ranee 0 to 8 inclusive: and 

the compou nd is a single enantiomer: or 

a pharmaceutical^ acceptable salt or prodrug thereof: or 

an isolated compound represented by B: 




B 
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wherein 

X represents independently for each occurrence Q or S: 
R represents independently for each occurrence H: 
R* represents independently for each occurrence H; 
R 2 represents independently for each occurrence H: 

R 3 represents independently for each occurrence EL alkyl, cycloatkvL alkenyl, or 
arylalk y l; 

R 4 is absent or present between one and four times inclusive: 

R 4 > if present, represents independently for each occurrence H„ alkvl cvcloalkvl alkenvL 
arvl, heteroarvL arylalkvL cvano. halogen. hydroxvh aDcoxvL aryloxv. arylalkvloxy. 
amino, alkvlamino. arvlamino. arvlakvlamino. sulfhvdrvl. alkvlthio. arvlthio, 
arylakvlthio. nitro. azido. alkvlseleno, foiravl. acvl, carboxvL silyl, silvloxv. 
(alkyloxvkarbonvl, (arvloxvtearbonvl ( , arylalkyloxv)carbonvL (alkylaminotearbonvl, 
(arylamino)carbonyl- farvlalkvlamino^carbonvL alkvlsulfonyl. arvlsulfonvL 
or-(CH ? WRsp; 

RgQ represents independently for each occurrence an arvl. cvcloalkyl, cvcloalkenvL 
heterocyclvL or polvcvclvl moietv: 

m is independently for each occurrence an integer in the range 0 to 8 inclusive; and 

the compound is a single enantiomer: or 

a nhaimaceuticallv acce ptable salt or prodrug thereof . 

21 , (original) The method of claim 18, 19 s or 20, wherein said mammal is a primate, equine, 
canine or feline. 

22. (original) The method of claim 18, 19, or 20, wherein said mammal is a human. 

23. (original) The method of claim 18, 19, or 20, wherein said compound is administered 
orally. 

24, (original) The method of claim 18, 19, or 20, wherein said compound is administered 
intravenously. 

- 13- 
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25. (original) The method of claim 1 8, 19, or 20, wherein said compound is administered 
sublingualis 

26. (original) The method of claim 18,19, or 20, wherein said compound is administered 
ocularly. 

27. (original) The method of claim 18, 19, or 20, wherein said compound is administered 
transdermally. 

28. (original) The method of claim 18, 19, or 20, wherein said compound is administered 
rectally, 

29. (original) The method of claim 1 8, 19, or 20, wherein said compound is administered 
vaginally, 

30. (original) The method of claim 18, 19, or 20, wherein said compound is administered 
topically. 

3 1 . (original) The method of claim- 18,19, or 20, wherein said compound is administered 
intramuscularly. 

32. (original) The method of claim 18, 19, or 20, wherein said compound is administered 
subcutaneously. 

33. (original) The method of claim 1 8, 19, or 20, wherein said compound is administered 
buccally. 

34. (original) The method of claim IS, 19, or 20, wherein said compound is administered 
nasally. 

35. (currently amended) A composition comprising a selective serotonin reuptake inhibitor 
and [[a compound of claim 1 or 2]] an isolated compound represented bv A: 



■ 14 ~ 
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wherein 

X represents independently for each occurrence O or S: 
R represents independently for each occurrence H: 
R 1 represents independently for each occurrence H: 
R 2 represents independently for each occurrence H: 

R represents indepe ndently for each occurrence H. alkvl. cvcloalkvl. alkenvl. or 
arvlalkvl: 

R 4 is absent or present between one and four times inclusive; 

R 4 . if prese nt represents independently for each occurrence H, alkvL cvcloalkvl- alkenvl. 
arvl heteroarvl. arvlalkvh cvano. halogen, hydroxy!. aflcoxvL arvloxy. arvlalkvloxv. 
amino, alkvlamino. arylamino. arvlakvlamino. sulfhvdrvl alkylthio, arvlthio. 
arvlakvlthio. nitro, azido. alkvlseleno. formvl. acvl, carboxyl. silvL silvloxv. 
(alkvloxv )carbonvk (aryloxv)carbonvL (arvlalkvloxvtearboiivL falkvlaminotearbonyl^ 
(arvlaminokarbonvl. ( airlalkvlaminotearbonvL alkvlsulfonyl, arvlsulfonvl. or 

Km represents independently for each occurrence an arvl. cvcloalkvL cvcloalkenvL 
heterocvclv h or polvcvclvl moietv: 

m is independently for each occurrence an integer in the range 0 to 8 inclusive: and 

the compound is a single enantiomer: or 

a pharmaceuticallv acceptable salt or prodrug thereof; or 
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an isolated compound represented by B: 




B 

wherein 

X represents independently for each occurrence O or S: 
R represents independently for each occurrence H: 
R 1 represents independently for each occurrence H: 
R 2 represents independently for each occurrence H: 

R 3 represents independently for each occurrence H. alkvL cvcloalkvL alkenvL or 
arylalkyl: 

R 4 is absent or present between one and four times inclusive: 

R 4 . if present represents independently for each occurrence K alkvK cvcloalkvL alkenyl, 
aryl, heteroarvl. arylalkyl, cvano. halogen, hvdroxvL alkoxvl, axyloxv. arvlalkvloxv. 
amino, alkvlamino. arvlamino. arylakylamino. sulfhvdrvL alkylthio. arvlthio. 
arvlakvlthi o, nitro, azido. alkvlseleno. formvL acvl. cafboxvl, silvl. silvloxv- 
falkvloxykarbonyL (arvloxvtcarbonvL (arrlalkvloxvkarbonvL falkvlaminotearbonvl. 
(arvlammo teaibonyl. farvlalkvlaminotearbcmvL alkvlsulfonvL arvlsulfonvl. 

R«0 represents independently for each occurrence an arvl cvcloalkvL cvcloalkenvl. 
heterocvclvl, or polvcvclvl moietv: 

m is independently for each occurrence an integer in the range 0 to 8 inclusive: and 
the compound is a single enantiomen or 

- 1^ - 
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a pharmaceuticallv acceptable salt or prodrug thereof . 

36- (currently amended) A composition comprising a selective norepinephrine reuptake 
inhibitor and [[a compound of claim 1 or 2]] an isolated compound represented by A: 



wherein 

X represents independently for each occurrence O or S: 
R represents independently for each occurrence H: 
R 1 represents independentl y for each occurrence H; 
R 2 represents independently for each occurrence H; 

R 3 represents independently for each occurrence H. alkvL cvcloalkvL alkenvL or 
arylalkyl; 

R 4 is absent or present between one and four times mclusiv e: 

R 4 . if present, represents independently for each occurrence H. alkvl. ovcloalkyL ajkeny^ 
arvl, heteroarvL arvlalkvL cvano. halog en, hydroxy!, alkoxvL arvloxv. arvlalkvloxv. 
amino, alkvlamino, arvlamino, arylakyl amino, sulfhydryl, alkylthio. arvlthio. 
arylakvlflrio, ratro, azido. alkvlseleno. formvl. acvL carboxvl. silvL silvloxv. 
(alkyloxylcarbonyl, (aryloxY^arbonyl. farylaU^loxYVarbonyl, (aHcylamino)carbonyl, 
farvlaiDdno)carbonvL (arvlalkvlaminokarbonvl. alkvlsulfonvL ar vlsulfonvl, or 
-r(PH2) m -Rgfl; 

Rgfl represents independently for each occurrence an arvL cvcloalkvL c vcloalkenvl 
heterocvclyl, or polycyclyl moiety. 
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m is inde pendently for each occurrence an integer in the ran^e 0 to 8 inclusive: and 

the compound is a single enantiomer: or 

a pharmaceutically acceptable salt or prodrug thereof: or 

an isolated compound represented bvB: 




wherein 

X represents independently for each occurrence Q or S: 
R represents independently for each occurrence H: 
R 1 represents independently for each occurrence H: 
JR. 2 represents independently for each occurrence H: 

R 3 represents independently for each occurrence K alkvL cycloalkvl, alkeavl. or 
arvlalkvl; 

R 4 is absent or present between one and four times inclusive: 

R 4 , if present, represents independently for each occurrence H. alkvL cvcloalkyL alkenyl, 
arvL heteroaryl, arvlalkvl cyano. halogea hvdroxvl, alkoxyl arvloxv. arvlalkvloxv. 
amino, alkvl aTninn, ar yiammo, arylakvlamino, sulfhvdrvl. alkvlthio, arvlthio. 
arylakylthio. nitro. azido, alkvlseleno, formyl. acvh carboxvl, silvl silvloxv. 
faJkvloxvtoarbonvl. (arvloxy)carbonyl. (arvlalkvloxvtearbonyl. (alkvlamino)carbonvL 
(^lamino)carbonvL (arvlalkvIaminoteaibonyL alkvlsulfo nyl, arvlsulfonvl 

- is- 
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Esq represents inde pendently for each occuirence an aryl, c^clpalkyl, cycloalkenyl, 
heterocvclvl, or polvcvclyl moiety; 

m is independently for each occuirence an integer in the range 0 to 8 inclusive: and 

the compound is a single enantiflmpr; or 

a pharmaceutically acceptable salt or prodrug thereof . 

37. (currently amended) A composition comprising a selective serotonin reuptake 

inhibitor, a selective norepinephrine reuptake inhibitor, and [[a compound of claim 1 or 
2]] an isolated compound rep resented bv A: 




wherein 

X represents independently for each occurrence O or S: 
R represents independently for each occuirence H: 
R 1 represents independently for each occuirence H: 
R 2 represents independently for each occurrence H: 

R 3 represents independently for each occurrence H. alkvL cvcloalkvh alkenvL or 
arylalkyl: 

R 4 is absent or present between one and four times inclusive: 

R 4 . if present, represents independently for each occurrence H. alkvl. cvcloalkvL alkenvL 
arvl. heteroaryl arylalkyl, cyauo, halogen, hvdroxvl. alkoxvl, arvloxv. arvlalkvloxv, 
amino, alkvlamino. arvlamino. arylakvlamincsulfhydryl, alkylthio, arvlthio. 
arvlakvlthio. nitro, azido. alkvlseleno. formvL acvL carboxvl. silvL silvloxv, 
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falkvloxYtearbonvl. faiyloxvlcarbonvL farvlalkvloxvtearbonvL ra lkvlamino^carbonvL 
farylamino')carbonvl. (arelalkvlamino teaibonvL alkvlsulfonvl, arvlsulfbnvL or 

Rgn represents independently for each occurrence an ary], cycloalkyl. cvcloalkenvh 
heterocyclvL or polvcvclvl moietv: 

m, is independently for each occurrence an integer in the range 0 to 8 inclusive: and 

the compound is a single enantiomer; or 

a phaimaceuticallv acceptable salt or prodrug thereof: or 

an isolated compound represented by B: 



wherein 

X represents independently for each occurrence O or S: 
R represents independently for each occurrence H: 
R 1 represents independently for each occurrence H: 
R 2 represents independently for each occurrence H: 

R 3 represents independently for each occurrence H, alkvl. cycloalkvL alkenvL or 
arylalkyl: 

R 4 is absent or present between one and four times inclusive: 

R 4 . if present represents independently for each occurrence HL alkvl, cvcloalkvL alkenvh 
arvL heteroaryl arylalkvL cvano. halogen, hydroxyl. alkoxvh arvloxv. arylalkvloxy. 
amino, alkylamino, arvlamino, arvlakvlamino. sulihydryj, alkylthio. arvlthio. 
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aiYlakylthio, nitro, azido, alkylseleno, formyl, ac yl, carboxyl, si lyl, silyloxy, 
(alkvloxv)carbon vl. ( arvloxv Ycarbonyl, (arylalkyloxy^carbonvL (alkvlaminofcarbonvl 
(arylamino)carbonyl ( arylalkylaitiiuo)caibonvl. alkvlsulfbnvL arvlsulfonvh 

Rsr> represents independently for each occurrence an arvL cvcloalkyL cycloalkenvl. 
heterocvclvL or nolvcvclyl moietv: 

m is independently for each occurrence an integer in the ranee 0 to 8 inclusive; and 

the compound is a single enantiomer: or 

a pharmaceutical^ acceptable salt or prodrug thereof 

38. (currently amended) The composition of claim[[s]] 36 or 37, wherein said selective 
norepinephrine reuptake inhibitor is milnacipran. 

39. (currently amended) The composition of any one of claims 35-37, wherein said isolated 

compound [[of claim 1 or 2 is CS1713]] is the hydrochloride salt of 
HCL 




40. (currently amended) The composition of any one of claims 35-37, wherein said isolated 
compound [[of claim 1 or 2 is CS1714]] is the hydrochloride salt of 



HO, 
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41, (currently amended) The composition of any one of claims 35-37 [[40]], wherein said 



composition further comprises [[CS1814]] the hydrochloride salt of 




43 ♦ (currently amended) A composition comprising a selective norepinephrine reuptake 
inhibitor and [[CS1814]] the hydrochloride salt of 
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44. (currently amended) A composition comprising a selective serotonin reuptake 

inhibitor, a selective norepinephrine reuptake inhibitor, and [[CS1814]] the hydrochloride 
HO„ 



salt of 
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Response 

Claims l-3> 7, 8, and 12-44 are pending. Claims 4-6 and 9-11 have been canceled. 
Claims 1, 2, 12-14, 18-20, 35-44 have been amended. The claim amendments have been made 
to reflect the agreement reached between the Examiner and the Applicants 3 attorney during 
telephonic negotiations on Friday, August 27, 2005 and Thursday, September 8, 2005. The 
claim cancellations have been made because certain claims were rendered redundant by the 
claim amendments. No new matter has been added. For example, the hydrochloride salts 
previously referred to as CS1713, CS1714, and CS1814 are depicted inter alia in Figures 19, 22, 
and 30, respectively. 

Request for One-Month Extension 

Pursuant to 37 CFR hi 36(a), Applicants hereby request a one-month extension of time 
for filing a response to the final Office Action, mailed May 16, 2005, in the above-identified 
application. The Commissioner is hereby authorized to charge $60.00, the appropriate amount 
for a Small Entity, to Deposit Account, No. 06-1448; Reference CFX-003.01. Further, the 
Commissioner is hereby authorized to charge any underpayment or credit any overpayment of 
fees to our Deposit Account, No. 06-1448; Reference CPX-003.01. 
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Conclusion 



In view of the above amendments and remarks, it is believed that the pending claims are 
in condition for allowance. The Applicants respectfully request reconsideration and withdrawal 
of the pending rejections. The Applicants thank the Examiner for careful consideration of the 
present case. If a telephone conversati on with Applicants' Attorney would expedite prosecution 
of the above-identified application, the Examiner is urged to contact the undersigned. 



Respectfully submitted, 
Foley Hoag llp 



Patent Group 
Foley Hoag llp 
155 Seaport Boulevard 
Boston, MA 02210 




Dana M. Gordon, Ph.D. 
Registration No, 44,719 
Attorney for Applicants 



(617) 832-1000 
(617) 832-7000 (FAX) 

Date: September 8, 2005 
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